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= (54) Title: MEDICINAL COMPOSITION FOR TREATING CHRONIC HEPATITIS C 

= (54) &E(D«i*: gftCSfif &£%m*z>tz#>o)&mt&i&to 
1— I 

^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
^ one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 
00 oligo deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polylrC, TNF- a and IFN- r ) and lectin-binding substances (for example, 
fS mannose carbohydrate, rucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 
f*) active ingredients). In the above medicinal composition and therapeutic method, it is possible to use IFN- or together with these 
£J active ingredients. 
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mmm 

cmb?&v<dvz (hcv) \t, 7 y t* 7 7 5 u 
wmmm^tiftmmmfimn »imms$>z> z. ttss. h c vnttjmra 

mmoimmwtzmm&tVT i fn— a iunifu>toffi^t)«^ffi 

V^tlTl>S (#gB¥l 1 - 1 5 2 2 3 1) „ ZVmmtl FN- a (Cct§¥ 

20 HCV^»cr»^*-XA<Dl-0«, H C VjO«E©&=gjfc^ £>i§n-5fii 
^SWLTV^e:«hTS»^ (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) . £ft£T'GDffl§^£, 'littHCV^jg 

(J. Immunol., 169 (6): 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
25 451-457, 1997) , H C Vteffi* ©#feTfc££££;Wl|PjLTV>S t.^X ZtlZ. 
HCV«, flAtf, mmm*m&Zfcm2l*ZSi<?Z>Z.t\z£iQ (J. Immunol. 
162:5584-5591, 1999) , £fc&CD 4*3^^CD 8 T»S^£Pl:rf £££ 
tdctD (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001) , 
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HcvQ&ffimmon.muftWioi'o^ hcv«ib (do wtmzw 

M^Sot^li (Banchereau, et al, Nature 392 (6673) : 245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) . M&WtMte, ^LTSXCK 

(mdc) \t, ^-r;vx»-r^-^*5J:t;-^T-«^©M^ 

L-12^fcttTNF-a$MU «te»fcTh 1 

7|M (U>/^*) #R*WflB (PDC) tt, *^;i/Xfc!«»rt*£:fc* 

«ttHc vas^fc^viTtt. »tt»ia©TiieifijH#ii*K:^Ri^»* c 

$tVT&9 (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524, 2001) , ZVZtfrZ, i W^HCVia Dil§n§MW 
HH#UTVi*21t^lft$nTVi*. j£3fc¥ (RT) -PCRSfflVifcVKt? 

nTVi-5o LfrU HCV#«lfirtK:«ALTU*05&\ 

I FN a Tiltt§ tM I C A/B §Mb, NKMMZfe&it 
-t*Z.kWe&2>. MHCt?7Xim&AM&&XtBm (MIC A/B) it, N 

ft*. NK«tt, «»bfc«B**»l!H"!:iK:J:D, m* (Dffimmztt? % 

&Wtt1tt. MICA/Btt, e#SW&£77. IMHCttegfc?), «4:/u2 
©lE^Mc&^TfgiiSn&V^, £<®Jb&JHftNB£, I: MM YtfiuV 
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cmbt^'M )iz (hcv) mm*%?z>mm\z#^T\z, iFNammz 

5 =fc3MI CA/B<Dmmtf7Z%<kmhT^2>Z.tJ)m£titLT^Z> a 
Immunol. 170:1249-1256, 2003) „ UttHC V«S^{c*5ViT«, 

i«i:^^5MI CA/B^IOWNK«(Dgtt, &J;«<T|fflJ|£ 

10 ^Bj^Miil-^^ff^XMif^iUT^TOfecD^S^,. 
WftXffi 1 : n-152231 
&WffJCffi. 1 : J. Immunol. 162:5584-5591, 1999 
#M#ffF;£i£2 : Gastroenterology 120:512-524, 2001 
##fF»3 : J. Immunol. 170:1249-1256, 2003 

15 

■^mm^b\x iftHcviMtot tii^ i l - 1 sTiiiti,^, m 
i CA/Bvmmmmzn, NKiKm^ti^it^iv^afe. 
#3§BJ!#£te ( ->i-H^^yzK^ttn^^'i';i/x (vsv) *«<dm 

25 Dcniit^^, j$mm®?%*zzz\t\z&9i&m2 j &tcMDc\z\zmm 

l>ta^Z\t, ^^>\znMDC±.(DV^^y^^ti^3.-Y^^ 7VSV4IA 
mzM^Ttuf&Z fitch <DT*$>Z> a 
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?ut>%, imwz. il-15, un^FiMteMssfWi/ 
^^>^tis^6^^p«to»$n^ ia^±©«tt^^^«, lift 
cMW&*mm-tt&omkUfcm*mmtz>» $?£L<&, zomoumm 

U&m$, ittCifFMiH*^TIFN-a tm^tlZ, 
5 *^©$f^bV^{Cckn«, I L-l 5£^£T3, ISttC^IffifcS:^ 
«fc*©g^^^«$n§» £?£L<«, I L-l 5*^Tz>*mw 

<Dm.$M\z, m^cMM-ikommiz^x i fn- a tmmznz. 

MlC&V^TI FN-a <h#f/B£n£o $?£L<«, 5XO^H«« 
15 M$HTO, CpG^-Uifx^v^^l/^H, GM-CSF, IL-4, 
LPS, CD 4 0 L, polyl : C, TNF - a <fctf I FN- 7 £>&3 

MffF^^^-r^fcfeO^M^^ittT^. #£L<«, I/^^>^M 
20 #ttCm^©^lC^^T I FN— a 

*mm, iL-15, $iD^iitttt»iiWi/i'f 

25 ^^MM^^^-T^fc^roig^a^fe^-r^o 

*mm, IL-15, SxcK FIMMl«lTRl/Wf 

«ttC^ff^^-r^fe^0E^©Mig©fc*©I L- 
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B2«, IL-15MU!lFNa lw«k£M I CA/B0%S©iiSSt. 
03li, I FN a I L — 1 5t»Lf;«Wa5NKl« 

10 I4tt, IFNa L- 1 5t?»Lfcit»ia5NK«tt 

0 5 I L - 1 5 IC J:*NKIBftflHt'fb*WI'<fciafcCD«S***'r. 
06«, IL-1 5T«LfcW«,i:NK«<h^h^>7,^x;^T* 

15 07tt, ttMI CA/Btt#lCJ:*NKIilSStt'ft:0lfl$**-r B 
0 8U, RMI CA/BirL#:fcJ;-5NK|ffl)®ffitt'fb©Pl^^^-r 0 

0 9 «, IFNa T*%nmLtcffiftMm\Z&Z> I L - 1 5 (DMS***?. 

01 OH, fell L-l 5tfifc£tz\$$il L-l 5Ra Rflc|C«k*MI CA 

20 Hll», IL-1 5T«0«tbfettM*«BIfifc«k*I FNo/j3 ©S^&^-f. 
H12tt, Kl FNa/j8RK#fcJ:S IL-1 5»MI CA/BGD^51 

01 3te, HCVilIt*J;«t0jliift"t^^lltliC|[&it. 
01 4tt, MDC£«fctfPDCK:>'3.-K*-r7VSV-E 1 E2^1lfc 
25 USSSt". 

01 5 fct. Mo-DCHya-HHyVSV-E 1 E 2 fc&aUfclt*** 
To 

016&, MDC, Mo-DC^PDCHfett-SHCV RNAODntf- 
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01 7tt, ^3.-H^^^VSV©MDC^CDJ«S!sfcJtK*rS*©MDCjEK3Kl 
Ell 8tt, i'a-F^'f^VSV^MDC^i^lcMtT^X^^ 
5 01 9«, y a - F^-f S VCMD C'\©i^tSSt , 7>t >©^t?: 

10 f8W£ftMpr3;fc©©ftfi©«aB 

«A##&©#WBtt*«*©tf^ h*-f>TiIbTMI CA/BO%g^i 
^fc. *J6Wlt^tl««k5K:, ttJKftH^— ©«HKMIfilC*5l>Ttt, I FN 
15 a, I FN/3 L-l 5lc:«k0MI CA/BO»ii§nS^, H 

CVii^a#0W»^i5ViT«, I L - 1 5 t«kOM I CA/B©§II^i 
I FN a FN/3 [;ioT(imSnftUii^l^;3 

nfc. set, Hcvi»0Mja$ i l - i 5Ttsit2.t, nk» 

20 SftSJ^fc, ttJfcfcK?— ©WRm&I FN a tllt^ I L-l 5© 

ttzoTz. z.nt>oi&mi>t>, iicvm&mmfrt>ommm*, i fn a © 

I L-l 5£££T*tBa**B«&£W-T^*fc©, MI CA/B© 
25 Zttfibfrvlto £©££#*, iftHC VlMf tl^^T I FN« iSCJ: 

o h c vosiifi^Hii-r* t> fcas© i ^t&s t^x ens. 
arr«fc©©E*taj««**tt*r*. 
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i L-i 5&, Tfflmmnmm&fcm-rzm^tLTmwzMmn, t h i 

L-l 5©cDNA©IEM»££:nw3 (Science 264: 965-968, 1994) „ 
IL-15tt. fttt*flrteH-^*r*^ hjtHXZUOT&O, BM£, T», 

(nk> mm, >/mftmt*y- <lak> «© 

I L-l 5©mRNAtt^<Offl«fc^ViT^ISSnTVi4*s, 
7^D77-yi^^T^<^i$tlTV^, -OfcWfcfcVvrWt, I L-l 5 

10 «3E©W3CfcJ;D, I L- 1 5 j^R*Bjfi©ld8»:/D ir* fc £> Mt!£jE £ 

tlWS (J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) „ Zblz, *4feWlfitt^jEttJW»K:*«rL- 
TIL-15SS4U il©^tfcJ;DMaWi^j|t§ (J. Immunol., 
15 167: 1179, 2001; J. Immunol., 169: 4279, 2002) . IrfoLt&Hfib, ftttffijg 

&NKni&®m&mffi?%Mi}\z$iLT i l - 1 5^^,^©^^s^-r^s 

H3fe£teMI CA/B-NKG2D«SMfctt#LTVi*i:t^Sn&. I 
20 L - 1 5 ttNKHBlfiffljKH^ £ LTiffflTS £ <h» &nT^&#, ^SBWfciS 
ViTtt, I L - 1 5*na#ttNK«lfi*i6fc#bTll||»feJK»b3&»WbTVs 

#58«TJBH* I L - 1 5«a*©#&fc<kD®s;i£#T#*. MAtf, I 

l - 1 5 &m9&z®ft%mQ&*mmw&%mu tm» s i l - 1 5 

_hxELfc Science 264: 965-968, 1994 fcfE®©BB?iJ) tegctoT, M§R&flS£ 
»fc*V>T»6n**j*KJ:Dfi|ft*»fc»frr*2:i*«T#«. ^©J:5tcL 
T^e.n§ I L - 1 5tt, WJRIffllftft*l«1-*tt**fiJ#*r*IRt), ^©7$y 

mE^ij©-gu i-3oii, i-2oa l^iofl, i~~mm m, 
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5<H) , l~2ffl©75/&8S) WX&&tt)Zm&-2nTKTh&<, mar 
5/mBB»-ffl5 WZ.tt, l~30fi, l~20fi, l-10fl, l~3fcffl 

5 (Wttf. l~30ffl, l-10i, (M, 5 

e) , i~2i©si) ^5fe*fc»«iftsnTVi*iBjii4<rr«DNA*aa 
&^st^ * * - k: * td ^ nznm±M s & v*m*> 
raxuT, il-1 sseHSfgss^sjia:^**. im*.gejt*f85i 

io m, &immowm!mm3i, &&-mw, mm, B&nm, mMmmumo 

R322, pUC 1 1 8, pUC 1 1 9, Agt 10, A g t 1 1 , pMAM — 
20 neo, pKRC, BPV, SV40, 2-$^D>^mn§. 

25 I L-l 5«583B*r*J:'5«l»*nfc^^^-», f7>77^->3>, 

h7>X7i^ya>, 3>yay-y 3 >, 7 P hitter, 
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<DUWkzm&n*®&h, m&r&ztiz&Q, il-i ssBKsnszfca* 

fltStt. ^X^n7h^7^-, HPLC, -ft>»07 

io MM»e>^-r^^«*^e.^fc$nTv^vi^, cn^is^e., is 

7waiaK-e*«i/fc->3.--H^>r^**ttDrt*^^ (vsv) sawn 

v«, fj->»3taeR (gfp) ux-z-Mfc^z'ccD'f y A*\z^-r% 
Tc®, %mz&QmmLrcMm*mm?z> z. ttf-etz, mmm9\z^n^>^. 

o\Z, ya-h^^yVSVS, HC V^^fx^r 7<Z) F^— fcft*tSMDC^ 

(Mo DC) MZ&XtZifi, PDCfcttftAb^Vidt 

I FN— a fcWBl/TJBH&n*. ^iP-fh^WKMifJ 

' pG^U^Tt^^WI 4 , GM-CSF, IL-4, LPS, CD40 
L, polyl-.C, TNF-a &J;tfI FN-r #**tfsn*. CpGtU 
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5 VSV\Ztt?ZMDC®m&&Z&T2#rc£t1!)WZft\Zt3.orc a GM-CS 
F, IL-4, TNF-a :fe«ktfl FN-r fctWfnfc, IrBffll&fr£JIMftM 

i6*»3rr s £ h?-£ uthrkijb vi e>tt§ t> s. l p s \t 
po i y i : c&, ffiwnm<Dmmm : ?tLT£<mt>nT^z>o z.nt><Dm 

V>T, I FN— a £tzteVn]dV>tUfr'e?t>&Tm*2>Ztft-V%Z>o 
^tea^l:, MD C±©l/^5 1 >^W^W>'i- K7^ 7°V S V« 

->a- b*^>f S V - E 1 E 2 OMD CMOftXtt, T>:f>K:J; 

20 ^r^ct&^LT, HCV£MDC±<2l/73 1 >^W#^£©ffii:^ffl£M : 
t^lSTJbn^HES^tl^:^^ 01*. tf, V>y-XM7K«, 7=1-7, 

Sff&OJ&fcfcfc^T. I FN— a ^tdiZV rt&)>tmfr&t>^Tm^Z>Z. 

25 

)!S«»HTW/^fc«l/7^>^tlK, $ 5 fc&KfcjSUT I FN— a 
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J£ttJfc&*0. 1-9 9. 91i%E^t^. fcfc, *^tffi^5g» 5 
5 S0&4JBK:«, IL-15, $XD^fFIMWMBf, SfcttW 

swtfbic, mi %m, »*so, k*^^, «*^-t;K **. ism 

*«P**»fctt. IL-15, ua^lWMlfJW, S&« 

io w^m&mK*, z&mmmv*>zmm mm, m&m, ftSflsw, # 

25 ff*UV>a*0*tfett. IL-15, SID^HIitttWlBf, 

^©Klftfc^TBTffc*. I NF - b iOlft^tof j&«fcfe^T», INF 
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-at, IL-15, Sxa^HRW^Wtt^JWitH^, Sfcfcl^^lS 

10 &fcD#fil kg&fcD, $J0. 0 0 lmg#>£> 1 0 0 0mg©$BH, #£L< 
«»0. 0 1mg*510mg©iSB8tm5, 1 Bl: 1 mfr*> £tl3g!#T3 

#fi0J©«t>te£fc, INF-at, INF-ai:0i^t^tl& 
iH»IL-l 5, 5ID-f K^TOIBM»MHT, ^fei|:U^^>^ 
15 ^Ht^tf+y h*fcttlIeI^g«©^-CJI«UTt>«fcVi. *s/bSfcttfl 

% % 09 

20 £«kDI&££*l5t>©-mftV>. 

1 - 6 fc*ViTtt^T©*r»*«tt^S*fflVifc. 
(A) PBMC^e>©¥^S*DC©iHSg 
1 5£©fcJfcfc#7>5^7*5J:tf2 0«©«ttHCV«SSJS#*»»#i:L/ 
25 fc„ -r^T©HCV«SsE#tt, JfaMHCV^<};t;HCV-RNACD^ 

c^yr^ ^Tab>9, ffi©^-r ^©^-r^rtifesfcttiffa^m©©**^^^ 

tfi^fc. l£M&)\Zjkm7y~>7$.; h^>X7x7-if (ALT) l/^ 
;W*SI3£UT, HCV^a^^««ttffFE^©@SfcJ;D 2o©#fc^ 
§tLfc„ j*ie»Sfctt^»i»»:ALT±#Sr*bfcS# (n=10) ttCH-1 
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mtfemV, 2^±jES^ALTSrJt^«Jfc^UfcffiCDS# (n=10) «C 

h- 2 timbre, mmtz$7>Tj j&kzsm&Hc viiito»ii 

M\Z&y)WMLtc?BMC?tn~zi~-)\, (S i gma Aldrich, St 
5 Louis, MO) 0 31©Wia (1. 076, 1. 059, 43£tfl. 0 
4 5g/mL) T3*^«bfc. HSftfc||jHSnfc¥«*'&tf1»Jlll^* 2 4 £ 
x;H&*jmK:5. 0x1 O s ffl/C7x;WO?6«TMbfc. 4 5#|HH 
-hb&&, #gaMfflSftl$£U 10%PCS, lOU/mLO 

^-^)y/7sVV^V^^^y, 2mmol/L©L-^$>m, G 

10 M-CSF (lOOOU/mL, *U>tf-;i/), (5 0 0U/ 

mL :Strathmaim Biotech. , Hannover, Germ 
any) ftfit^LfcT'T ^3-^*JE-f-^;MBF* (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 
D) 4"TJg*bfco DC©J!ttk:»iOT©KII*ffl^fc : I FN a (&£»H) , 

15 IFNj8 (£!✓) , IL-15, IL-12, IL-18^TNFa (R& 
D Systems, Mineapol is, MN) . 

(B) DCKlfettaMI CA/B5638©7D-1J'-r hU##r 
DC (5 x10 s ) ft, trCM I C A/Bty £ O-^Mift: (6D4) 

(Science 279: 1737, 1998) tt%\z4X:T3 O^RM" >^-hbfc. & 
20 kHIHJ&ftSte&U F I TC 

-SlT^t^IgG (BD-Pharmingen, San Diego, 
CA) ^fi#tbT4tT3 0^>^-hW;. %.\ZMi&*2®m 
2%;t7*M7JVrkh'«tlSlfc. ttttFACS c an^f 
A (BD-Pharmingen) ftffl^T^a— +K M h l)T##rL, CE 
25 LLQuest (fifli) V7hS7X7£fflV>TT-*£#r£ffofc. 

(C) RT-PCRt3«t^.DCTOmRNA^©^«f 

ISOGEN (Xy#>5>-» £J8V>TigRNA (1/ig) ftttffit-, 8 Op 
mo 107>^^7'f7- &J;tfl0mmo l/LO#x:**vS 
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g^5Ommol/L0Tris-HCl, 7 5mmo 1 /LOKC 1 , 1 
Ommo 1 /LODTT, 3mmo 1/LOMgC 1 2 £<i:tfl OOUO^ED" 
-*X5 &&mm )V7, U A-X h 7 >X£ ij y^— fe? (Gibco-BRL) 
£*g£U 3 7TT?5 0^H>^-Mfe o 
5 7 CCT'l 5MMT^>iltfcJ:lpSJ5&^#lt^-frfeo i^nfccDNA^, 
1 0 pmo 1 <D&t>7,1o&.tf7>^>7,7 ; 7-1^-, 1 Ommo 1 /LOT 
ris-HCl, 50mmol/LCDKCl, 1. 5mmo l/L©MgC 1„ 
#2. 5mmo l/L©f^y?i'l/t5 : F£'J>a ££#2. 5UOTa 

10 &T©:/^V-£ffiV>£: : MI C-fe>X : 5' - AC AC C C AG C AGT 
GGGGGGAT — 3' (SS2WI1) ; M I CA7>5 1 i!>X : 5 ' — GCA 
GGGAATTGAATCCCAGCT — 3 ' (IB^J#^-2) ;MICB7> 
^-tr>7 > :5' — AGCAGTCGTGAGTTTGCCCAC — 3' 
•^3) ; I L - 1 5-fe>X : 5 ' -TAAAAC AGAAGC CAACTG- 

15 3* (|»§4) ; I L-l 57>^t>X : 5' -CAAGAAGTGTT 
GAT G A AC AT — 3 ' (SE?!l#-^5) ; I L- 1 5Ra t>X : 5 ' -G 
TCAAGAGCTACAGCTTGTAC — 3 ' (@B^J#-^6) ; IL-15 
Ra 7>^"fe>X : 5 * — GGTGAGCTTTCTC CTGGAG— 3 ' 
(iBSW§7) 

20 Yn)\,mx i f<Dt.&X)T:$>Z> : « (M I C : 3 S-tM'^h 9 5^, 

6 0 m I L — 1 5 : 3 0 1M & )V, 9 9*C, 6 0W, IL-15Ra: 3 
5D--1?)V, 9 9U 6 0W , )k\Z, 7--V>?xn (MIC: 56t, 
6 0m IL-15: 60*0, 3 0m I L- 1 5 R a : 5 5C, 3 0# 
H) &£ZtW& (MIC:90m 7 2C, I L- 1 5&&tfl L- 1 5 R 

25 a : 6 0#K, 7 2*0 „ 

#H<!:LT, G3PDHi^S^7°7-fY-:t>X: 5' -GCCACC 
C AGAAGACTGTGGATGGC— 3 ' (IS»*f8) 43«fc^7>5 L iz:> 
7.: 5' -CATGTAGGCCATGAGGTCCACCAC-3 ' (@B?>J# 
^9) ^fflVifco 
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(d) mmmmfrtif 

5 

frzm^tc* mmuFj— (n-do &tz\mcv®mmm chcv-do 

10 *^«^DCr«l, i§«B6BtIFNa (lOOOU/mL) , I 
FN/3 (lOOOU/mL) , TNF a (lOng/mL) , IL-12 (10 
ng/mL) , IL-1 5 (5 0ng/mL) , £<fctfIL-l 8 (20ng/ 
mL) T2 4|f a Mlfe, Mz, 7D— y-^h^hUfcJ;DMICA/B^ 

15 IEteH±-^e.(DDC (N-DC) «, I FN a I FN j3 fcj&gb 

TMI CA/B^JLfc^, HCVMf^^©DC (HCV-DC) ttVi 
•fn©«£fcM I CA/B^iSLWofc. I L - 1 5 «, N-DC&itfH 
CV-DCII^T, m^\ZMl CA/B^it§^i^Tffc. CtU^ 
U TNF a, IL-12, I L- 1 8 «M I C A/Bfg5i£lPil,&^ 

20 ofc. 

^iSSflUl -2. MI CA/B mRNAORT-PCRM 

MtTV^V^DC, IL-15 (5 0ng/mL) f*lfcDC^I 
FNa (lOOOU/mL) TiltfeDC^^n^niRNA^Ilb, R 
25 T-PCRKJ^MI CAmRNA£J;tfMI CBmRNA0^^^Lfci 

IJ&Ml^L ALTg^tlia^MI CA/B%SOffl^ 
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mmteFi— (n=l 5) (HV) , A*fcALT**r«ttHCVrtSUMf 
(n=10) (CH-1) , *J;tWrtt«|3&iE*ALTl/^;P*^-r*«ttHC 

Vi^M (n=10) (CH-2) 0M0MI CA/B3&£SJfc«Lfc. IF 
Na L-l 5t»UfcDC©MICA/B^7n-f^ Mb 

zRW-«¥i$£, SEA*-«SD&^U *«p<0. Ol^gt. H 
CV-DCtt, I FN a -CMMLftbg, ALTM#0tttBK:jto&>fc&1*M I 
CA/B£f8SBLftav 0 fc. dCDCifc, HCV-DCfc&^TI FNa £fc 
ttl FN/3 fciS«r*r*MI CA/BWien^U^ttt, ffROttttttlfe 

io mmm-&tt\,m£%7F;®?z> 0 

IW2. I L - 1 5T$aatLfcDCfcJ:SNKIBlfi^tt-fbg>ffHE 

mmmMTy^^^ui fnt §gS7yfe-r£m>T, dcka^nkib 

15 «*fcH:f-0PBMC]&>&NK»fi&Mb, N K«ffl 0?g$ig£i## £ x 
JPTMW&U *tl«3D'f KTBWJLfc (StemCel 1 Techno 1 
ogies (Vancouver, BC, Canada) ) . iffflflS© 9 0 %RJh 
UCD5 6+CD3-U>^«T»ofc. IISL/;NKtt§, 2 4£x;Hg£ 
ML (5. OxlO s I/>)XJW 10%FCS^10U/mLCO^> 

20 U>/7.hl/7 P hV'fi/>^||^LfeRPMI 1 64 0We^itfe. 

ftfflft (N-DC) *fcttHCV«jfeffl# (HCV-DC) 3&>&®DC£, IF 
Na (lOOOU/mL) *fcttIL-15 (5 0ng/mL) T-2 4P#M$|»[ 
U 1. 0 x 1 0 5 ®/mL<Dmgirtrx.Mzl}l}7L, NKttttfel: 2 4P»M 

25 ttfi*#7yfe-fttKT©«k5K:bTfirofc. ''CrTlllfcIM (K 
5 6 2) ^NK/DC^M (h7>X^i;k>^rAt, , * 

e^ftmtt, ^-n^n 5 %Tr i t on-X$fclig*©W>+^-M/ 
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%m= mmmmm-mmts) xioo/ aaasittiii) 

5 NKIlCllftI FNr MTOianlTTy-fe-f tfe. ±5£©J; 
SfcDCfcfcfcK^ 4P#MJSH*LfcNKlBlifi£, 1 0 n g/m 1 <D?MA&£tf 
1 /imo l/LCD-l , t;^y> (Sigma A 1 d r i c h) fctfcfc-f > 
^ra^-hUfc. l/il/mL©GolgiPlug (liig) (BD 

-Phanmngen) ©#&TT3 7 < CT?4I^K'f >^a^- M/fc^, NK 

10 *PEilCD5 6^/#n-^JV&t#:T4 t CT3 0^M5fil6Ufc. «ffl&£, 
Cy t o f i x/Cy t ope rm (IftiSg) MIS (BD-Pha rmi n 
gen) TifiTl 5WI, ITCM-Kl FNr t/^D- 

±)Vm# gGl) T^febfco Sfefibfc*Blfi*7P— tK hUT? 

^*fbfc. 70- tK M hUfc*W"**±*IRO»:ttI FNr *»ST<5C 

15 D 5 6 #5>7V y$B^^^Tc 

I L-l 5iiN-DCttt)l;«bfcNKil, &e>tfk:l FNafd 
«DCfcfcfcfc#**b&NKlMStt, E«©ggn?K5 6 2»C*hT3« 
*S#iSttfc5tffc I FNr i4»UTl^c, Ctlfc^t, I L- 1 ST'ffl 
*bfcHCV-DCttNKttlfi*Stt'fbUfc3&J, I FNfftfiimtfS 

20 NKHfii£ttfc£S*3fcJ&o& (0 3*«fctf4) . 

tm<Dlttb\Z, frfcWHbfcNK«&, 5Ong/mL0IL-15ti 

feic2 4mm%mis, #k:k5 6 2«i»j:i;i fn t s^sjy-t 

(05). Lfc^ot, I L-l 5*JNK«BI&tefi»«I«l**R«TOTttfeVi 

25 ztrnm-ztitz. 

lifcl:¥lbfcNK«i I L - 1 5 (5 0 n g/mL) TllbfeN 
-DC<h£, 0. 4/im0#XBi*fflViT^iltT#ig^L, NKM<hD C <h 
#&ig*^*Ttt^mts;i££&tffc (h5>*£x;i>£|fc)'. 2 4l$ffl# 
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NKmmommtizn, mmtmmt<Dum<Dmm^mx'$>^z\t^r m 

6) o 

5 mmm3. NKmmmmt\z^-f^ui ca/b-nkg 2pmK^m<Dm-^ 
i l - 1 5-e»$nfeDCT^ii^n§M i cA/B^NKmmmmt\zm 

NK«^, N-DC£fcteL-l STMbfcN-DCttfek, iMIC 
A/B^y^D-^trL^: (6D4) , inNKG 2 D^E/ £ n-^^ (ID 

10 11) (Science 285: 727. 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 

1999) £fcte#fil gGO#fiTT2 4^mJgiU NK«C|feWtt 
&&Z$ I FN rMtkZm^tzo 

JriMI CA/B^y^D-^;i/tfC#:©#STTI L-l 5T»LfcN-DC 
t*lg«LfcNK««, (0 7) o 

15 I L- 1 5-CMLfcDCl:J:5NKM0I FNr g^OitJjDte, NK/D 
C£%m<Dm\Z*fiM I CA/B^y^ n-^;i^#£fcteifiNKG 2 D^y £ O 
-^;P^^inAfe<h^t«^{C75:<^ofc (EI 8) d N-DCGDftfrDKH 

cv-Dc^m^tcm^\zhmm<Dm^m^ntz (x-^sf) . ^ne»© 

^tt, I L-l 5T»$nfcDCII=k§NKMOgttfttt, MICA/B 
20 -NKG2DfflMCW5ii^f, 

HCV-DCfc&tt-S I FNtt/iS \Zfo£Lfz I L-l 5ff>g£(Z) 

N-DC£cktfHCV-DC£, I FN a (lOOOU/mL) T2 4P3N« 
25 MLtc (&MlZ-0%n = 5) * &%m±%j*<DIL-l 5, I L-l 2p 7 0, 
TNFa&£tfI L-l j3 £, £ n-^;Viri#:©^J;^MAU- 

vj^>mmm*m^T, @w>hw^^EL i sAfc^o^Lfc (if 

Na//3, IL-12p70, TNF a, I L - 1 )3 , Endogen, 

Wo b um, MA ; IL-15, BD-Pharmingen) „ £;ft.££)EL 
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I SAmotitftV&Rfflmt&JtOt&QH&Z : I L-l 5, 3. 7pg/m 
L ; I FNa/j8, 1 7. 5pg/mL ; I L-l 2 p 7 0, TNF a $$£Z$ 
I L- 1 0, 8. 8 p g/mL, 
IFNate, N-DC^ViTBJ&^ClI L-l 5©^^^Lfc^, H 
5 CV-DCfc&HTtel L-l 5©m^SI^-r^^i^-e^^ofec IL- 
12, TNF a, I L-6£J;tf I L- 1 j3 ©g£«, N-DCiHCV-D 
C<h©P B ra5<^«i:*BEL&/^fc (09) 0 RT-PCRiaD I L-l 5m 

in&OgiS, N-DCT'ttI FN Q! ©MCJ:0 I L-l 5©g£/^§§ 
10 mtiftZtf, HCV-DCT?ttii$n^U^t^t. 

»M5. I FN 0! -g»bfcDC©MI CA/&mL\Z%>ttZ>-*-hW> 
I L-l 5 ©18-5 

IL-15tt. IL-150fc*©#^ai (IL-15Rd) , I L- 
15 2 Hz^-jS £$3«fc£#;ffi© r l^6«l$WhU?- I L- 1 5Hr^ 

V>3„ I FN a #b hDCfcfctt* I L— 1 5 R a SHOT* 
W^*fc*fc. ¥S*WRT-PCRlCJ:0 I L— 1 5 R a ©mRNA^I^ 
m^tc I L-l 5 R amRNAtt I FN a TWlft^D CTfefg^^tlT 

20 I FNa T»t5tN-DC^j;^HCV-DC©^-rni:^^T 

t>, IL-lSRomRNA^^ak-hStlfc 
o ^©C^S, HCV-DCKiUTtt, I FNa fcjfrgf^ I L-l 5© 
BSfctefcRS******, I L-l 5Ra ®58a»-€-5ireft:Vi!li*3Sr. 
N-DC^, ta I L - 1 5#E#: (30Mg/mL) *fcttttIL-l 5 R a 

25 >f fnfii#: (30/i g/mL) ©#ft£fc&##£TT\ 1 0 0 0 U/m 1 © I F 
Na tth\Z2 4mm%mVtc&, 7D-1M M hU fc«fcDMI CA/Bi 
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I FNat»L&N-DC^WMI CA/B<D§S5ite, ^ttWfcmz 

£n& DC\Z^X, I FNa fc«kt)8§iW£tt*MI CA/B38 
SCtt, U > I L- 1 5 t«k DH^SnS I L — 1 5 R a ©«teft;# 

5 ^-PiSttSSt. "ffcfrS, HCV-DC^I FN a UMLTMI C 

L-l 5©££©fcte#lRHT**£s!M.&*lS. 

^^■16. DC© I L-l 5iMMI CA/BlltI^§t-h^'J>I F 
10 Na//3 ©K-5 

I L-l 5T?Iiffl»3nfcDCK::fctt*MI CA/B«tt-h^U>I F 
Na/j3 «JH#bTVi«*53^&W^&. 

N-DC£<fcOTCV-DC£, 5 0 n g/m 1 © I L- 1 5 tth\Z, fei- 
I FN a 

15 /jSR^fflirC* (30/! g/mL) 0#ffi*fc«*#SETT2 4I^M««bfc 
(MH^^n=5) . ^M*©IFNa *«fctXl FN/3 £EL I SA 

N-DC33J:tfHCV-DC©V>1*n*>. I L-l 5tMt5tI FN a 
fc«fctfl FN/3 ©pG;&#*££Snfc. 3 *t I FNa/eRKWftT 
20 T'DC^IL-15 t»t5t, I FN a <DM^.ifi^M^^U^tl^ifi, 
<DM£\$1toffl2n?3ifr'o1t (011) o DCS: I L-l 

5t»t§i I FN/3 a*j££$n, »I FNa/^RTOiStl FN 

N-DC:fc<ktfHCV-DC£, *rC I FN a//3 R+fDffitt (30/tg 
25 /mL) ©#££fc»#ftT-?, 5 0 n g/m 1 © I L - 1 5 T* 2 4 ttlKMNft 

-f M hUHAOMI CA/B38«fc:^T#*rL-fc. ^il2^t. El 
fp, #k^h^7A+©»*tt, MI CA/B5Sa©¥*l^3l***1". DC 
fcfctt* I L-l 5iittMICA/BW, ft I FN a//3 RVX*>^*n 



WO 2005/023289 



PCT/JP2004/013283 



21 

w<D#&Ti?7c£\zm\-£ntco nuommx rt-pcr^smica/ 

Z.<DZ.tfrt>, DCfcfett&I L-l 5fcJfrgLfcMI CA/BOBSEtte:* 

5 ^nTV^eit^^To HCV-DCfeIL-15t«ntM 
I CA/B^^U-5^tV^H^il0^mt-i!l«. ffrbS, I L-l 
5liDC^MLTI FNa//3 £ft^M I CA/BfS5IKi& 

10 HJ60I7-1 2££Vvrtt, PiT©IJ15l^;:IMkML-4^ 
GM-CSFttPeproTech (London, UK) ^5, M&AfcbpJ 
*gCD40iJ#>K (CD 4 0 L) , t hTNF - a I L - 3 «R&D 

Systems (Minneapolis, MN) j^S, LPS, polyl : 
C, ^yj-ySXTS-tiyZ h-XteS i gma (St. Louis, MO) j^£>, 

15 ffiB^Lt: M FN-r te, Strathman Biotech GmbH 
(Hamburg, Germany) ^6, khUWW^H FN-a ttS 
umitomo Pharmaceuticals (Osaka, Japan) 
^M^WbCpG^-'Jd'x^v^^l/^F (ODN) 2 00 6&S 
igma Genosys (Hokkaido, J a p a n ) ^ttl^tlX 

20 ^Lfco TOFITC-, PE-, PerCP-*fettPC5-3>^ 

a^r-Mtinfc h^£n-^;WK#:£/8V>fc : L i ne age (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (B e c t o n 
Dickinson), CDla (NA1/3 4 ; DAKO, G 1 o s t r up, 
Denmark) , CD1 lc (KB 90 ; DAKO) , CD14 (M5E2 ; 

25 Becton Dickinson), CD40 (5C3;BD Pharmi 
ngen, San Diego, CA) , CD80 (L3 0 7. 4;BD Ph 
armingen), CD83 (HB1 5 a ; I mm unotech, Mars 
eille, France), CD 86 (IT2. 2 ; B 7. 0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3; I L-3I/t^-o 
t, BD Phaimingen) , CD2 0 6 3. 
29B1, 10; Imunotech) , CD 207 (5>S?i'J>, DCGM 
4; Imunotech) , DC-SI GN (120507 ; R&D Syst 
5 ems) *«ktfHLA-DR (L 2 4 3 ; Be c t on Dickinson). 

mmm7. HCVlMfOftii^CMDC. PDC&J:TOCMIfg«©lfc ' 

©sag 

6 6«©HCVgiaMft#fcOViTDC»SP^fc. C*l&©0#tt, ifiimsi- 
10 HCVtt#*J:tfHCV-RNA©fi2r#BttT?*D, «09-f^X«Jft, 09 A. 
tt, Bg|ff#'M;i'X (HBV) *5cfccKHI VfcOVvtttl*ttT**££ft*K 

mzmmmtf-fr^ztztiLmhrco mmtvx, hcv, hbv^j;ckhiv 

>fr£>, Iin£©Jfrt*2:3©#fc#3BL-£. 2^±iE^77->75y h 
20 5>X7i5Hf (ALT) U^;W>*8^L W<5it#«, *M**^U7 (A 
SO #£:£«L.fc. »0OA*»a*«tt*&»3«IW*ALTJi***b. « 
ttfflfc (CH) ittitfc. £n6©M©faAfr££V>T&, BHi4iftS* 

jsl-t, fm^mm^Mmmmomm^mmhtco Asca^t^-m, 

bfco HCV-RNA©*«, ^DNA^D-^7«;t'f (ChronHCV 
— RNA, Emeryvi 1 le, CA) t«t 07yt< L£. HCVW 
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*1 





M^K^-(NV) 




flMSFFUKCH) 


N 


23 


14 


43 


tt(M/F) 


20/3 


6/8 


27/16 


*m 


45±10 1 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA$K$- *** 




3. 5(0-35) 


5. 7(0-37) 






5/ 


27/2/ 


(1/2/5feJ^D 







ALT, T7->T5yK5>X^i7— M 
** p<0.01 vs.ASC 

*** c l 3 *fi(W)liW7J^ s yA^l/ml(Meq/ml)l?S-r 



5 A#*5 irXtt* H^-- *i £> 1 0 - 1 2 m 1 ©a/1 U >IW«|f Cl p b 
MCte, Ficol 1-Hypaque^>r> 3 >±®!&fl$JES'h#«fcJ: 0 
(PBMC) ^UliRLfeo £#&PBMC£fU&U Jfcfc||||jg£tft 
raLfc. MDCIJ, 7-f--i?Y-A- (L i n) (CD 3 , CD14, 
CD16, CD20, £«fctfCD56) »tt^J;^HL A-DRWtlt£ 
10 mhtco Ctl6©«l6©y-hSttJtLfc«, MDCfcJctfPDC&S&KlCD 
1 1 c*5«fctfCDl 2 3$8^©/t*->fcJ;(3j£iiLfc 0 MDCteL i n", H 
LA-DR*. CD lie*, CD12 3 lM ttT^D, PDCttLin", HLA 
-DR\ CD1 l C -£J;tfCD12 3 hi *ifflI&T&3. MDC^iljEPDCtt, 

15 j&K^HtU j e©^o-tx©p B i©^F^PDCMig«©ss^^£$nTVi 

So CD3 4iigWJ, Lin", HLA-DR*, CD 1 2 3**«fc^CD 3 4 
Lin", CD3 4 + , CD12 3', CD 4 5 RA", £«fc#L i n", CD 3 4', 
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CD1 2 3*££tfCD4 5 RA + £LT£«§bfc. FACS»«fK:«kOft«$n 

«IB»^*fOfc«)lr. BDCA-lMtfBDCA-4^7h (Milt 
5 enyiBiotec, Bergisch, Germany) fc«fct), foZ>B& 
©BfeSESlDAT (19) , MDC:fe«ktfPDC*PBMCSfcKkK:7'f-3-h 
(*K^+^Jtt-fe>:57-) ^£#l£Lfco feSVitt, Lin*»CD3, 
CD14, CD16, CD20, CD5 6*WJ3*iJ> (Stem Ce 
11 Technoloies, Vancouver, Canada) S^tr^J 
10 ^T-;Wft#T«»«IlcSi»**&«. FACS Vantage SE (Bee 
ton Dickinson Immunocy tome t ry System 
s, San Jose, CA) TMDC^PDCSiliRfcV-Ufc. 

tt**Hi3fcj*r. ^7*, chs^^dc* 

ctL^P D C ©Hg&telEfttf 7 >7V 7 (NV) fc$5tt*«Sfcfc?)ttJ&>o&**. A 
15 SCSI^tt5»fflIl^oL CHi©MDCtt, ASC*S«fctfNVfc 

^jUPBMCO^fcjBHT^flllBttftftPWSfcftfc. »K©PBMC. CD 
4*<fcW#©&£JfctfcL££:J:3, ttasttB»6nft3^o/t (x-^ST) o 
Ltzifi-oX, itDCotmv^ttt, ^t:PBMC»fcfet*^<, 

20 CHJfil#K:*V>TDC5&«a^WC*i>UTV>«fcJe)*t?&*. 

DC^ty b©tf[K»BJfi©ifc&^*fbfc. BlomS (J. Exp. Med. 
192:1785-1796, 2000) fc«kDffi£$nW5g£SK:U&**oT, PBMC4" 
T*, CD3 4itMiI& (Lin", HL A — DR\ CD 1 2 3 + , CD3 4') , 
(L i n-, CD 1 2 3\ CD 3 4\ CD 4 5 RA") %&Xf®M 

25 OTM (Lin', CD12 3\ CD3 4\ CD 4 5 RA*) ^^giJLfc. C 
H»fc*5tt*CD 3 4«rK«MJ:r^0lBlirRlllfiOft«. kt- »KU5tt* J: 
0 A S CM\Z& fc ©« F t-© *> © £ Jlfc 5 Uifiotzo 
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IIM8. *mihW$m (PBMC) !i^g)DCiag)mJ:^t 

fe&fc#7>T>(7<D®md!Lfrt>rt7JZl-hZm&V, Ficol 1 -Hy 
p aqu e*«4aE»i^«K:J:D;t7^=i-h3^6PBMC*l§HlLfc. 
5 BiOJB, MDC£J;tfPDCte, ^tl^tl, CD1 ^of-X, CD 1 

9-V<^nk*-X, BDCA-l£fcteBDCA-4 DCfi^h (Mi 
ltenyi Biotec, Bergi sh-Gl adbach, Germa 
ny) £JBVvr, CD 4, CD 8 Tiffllfrfc^tfNKiffllStt, 

PBMCfrS, -^n^n^t* ^>S t em-S e h (Stem Cell 

10 Technologies Inc, Vancouver, BC) ^fflUT^I 
L-&. CD 3 4 +jgjfiiKrK#«Ifi«, CD3 4-^^nh*-X (M i 1 t e n 
yi) ^ffl^TM«W^f>milLfe. 

DC±©«®4HP©56HttFACS Ca 1 i be r (Be c t on Die 
kins on, San Jose, CA) £/B^3:7P— tM* M h U f£<£ D# 

15 fife. SfefeOfcfcfctt, DC£, 2%BSA^0. l%Tv^^hU^A 
& ^ tf P B S * TMftinlft *&tt7-f V^-f ^*iri#: i£*>fc4lCT?30#M# 
#Lfeo MCDte, Lin", HL A—DR\ CDllc*, CD 1 2 3 l0W T?$> D , 
PDCfi, Lin", HLA-DR+, CDllc\ CD 1 2 3 hiEll T& 0 , dtl 
6©ailfifc:*Jt*CD4 0, CD 8 0:fc«fctfCD8 3(0^lifi^ofe. T^T 

20 <D&m\sitmm<Dmm\z, 9ox«tD(S*^fc. 

#iLfcIi^fcttMDC«, 10%OFCS, 5 0 1 U/ml 0^>U>, 
5 0 m g/m 1 OT, hl^hT-f 2mM0L-^M5>, 1 OmMCDH 
e p e siff^i^l 0 tiM<D#&m7S.;n%%mL {%±%tk, CM) , 
5 0 n g/m 1 OGM-CSFSt*. 1 0 n g/m 1 0 I L-4 
25 &-££&V> IMDM (G I BCO Laboratories, Grand I 
s 1 and, NY) *T4 - 7 BIBWMIU&. PDCtt, CM^5 0ng/m 
1 © I L - 3 ©#£TT4 B TOSbfc,, 
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?V S Vtt^^HCVE 1 fccktf E 2 gSfl£ffi V>fc. ->:i- H^-f ^ 
VSVtt, mm&R (G) jte^GFPSa-F-rs^-^-atWCBff 

&*&nwsiasi*vsvj&>£«j££n, x^D-ytiw^Hcv 

5 E l*5ct^E2^eK*Wt-S (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127, 2003) o 
[0 0 6 9] 

V-DVXU, SW2 8 n—$>— (Beckman Coulter Inc., 

Fullerton, CA) T, 2 0% (v/w) -6 0% (v/w) ©#3g|fe 
10 W^3«4aE7?2 5, 0 0 0 r pmT?4 t CT2^«L^il-r^>^t^J;DlS© 
U -8 O'CT^Ufc 

o 

C7-r;i/X-y->7 p ;l'4 J ©RNA©zit!-ic^^T^fcfet«, , TaqMan 
EZ RT-PCR + *; h(PE Applied Biosys terns, F 

15 osterCi ty, CA) SfflUfc. ->a-W^VSV RNA©323 
-bp-fe^^>h^iifli"^7^ , 7-K^7'fT- (5' -c a t t a t t a t 
cattaaaaggctc-3' (SBai##l 0) ) UA*-X7^r^ 
— (5' -gatacaaggtcaaatattccg-3' (£9Q## 1 
1) ) , :fc«fctfxS3bfcHSI3*:/n--:/ [5' - (6-*^#^-7^*H: 

20 -< » -atccagtggaatacccggcagattac- (6 — 

^~>-Th7/fjv-n-^» -3' (IB3WI12) ] *m\,\it. mm 

^{±J^M (AB I Prism7000, PE Applied Biosys 
terns) fc«fcD. PCR«©F B l0fMtB^- 

'>a-W^VSVSPBMC*ft ttflRgf Jfilfr £ #H! b \Z&m 
bfeo MtLTtt, X>^D-:^ejt*WLfcl>VSVAG£fl!l>fc. IE 
mmtLXft, VSV-G«a«MJEbfcVSVAG-Gft«Vifc. 
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)wmvit. mz, zmtj/a- h*^ w;^t*svs v-e i e 2 

(1X1 0 1J RNA3tf-/^7X;i/) , VSVAG ( 1 X 1 0 12 RNA3 tf-/ 
VxM ^diVSVAG-G (1 x 1 0 "RNA3 tf-/r>x;W £8SU 
3 7"CT1 6«?M>f>^^~hLfc. ^SftltTASSnifi (GFPW) 

5 zmmv, FAcs»*ffc«toiitto;i— fe>x-^**»fc. 

©lEftA 0 — fe>x-5>tt. ^O.fc5fcLTSUfc : XSS6= (VSV-E1E2 
Sfc«VSVAG-G^^tt0GFP t «O%) - (VSV-AG^i 
^ctt0GFP 4 Il©%) 
£©*§*, VSVAG-GS, MDC, PDC, MM&kZfCD 3 4 +jgjfil|& 

*^Jfil^e>if7S:fcmilUfcDC^>r L -h^'1'7 p VS V-E 1 E 2 fc**LT 

^IMi o- k^zHd -7vsv\zttT%m%:mz-Rte~tDC(DMk£rc\%f8. 

15 %©jgg 

S«K*fc©K:, MD C ^ fclTOi£GM - C S F OffiTT I L-4tth\Z& 
fcttl L-4^bT^«bfe. 4BBfcSS8!&#WLfc£J:3, GM-CSF 
££#1 L-4tt ! blri§«LfeMDC«, GM-CSF©»££'bfcJ&!tb;fc 
20 &©£J£!&LT, CD la, CD8 3^«tlXCD8 6 ©M^51£*LWfc 0 
£©;!£«, I L-4#DC3MfcH^£bTflM9U;fcE£*^r. MoDCfcfi 
ViTH, GM-CS F£tb\Zt%mLfcMMt, GM-CSF&cktf I L~4(D 

L-3©#£TT?©Jg*©4BBK:, PDCliOBS <t]ti&LT, CD 4 0, C 
25 D8 0, CD8 3fe^CD8 6 ©a^lftfrofc. 

:tl60DCl:->a-HM^VSV-E lE2«Sfll^«Hl 4&J; 

El 1 5 fc^f. 0+, STWt^ttGFPWW/V- fc>5r- s;&S-T. 
4Bi©MDC*5*^4 0i^cklK7 BB©MoDCfc*^TGFP+ttfij5«B 
©Stlfctf, 4BS©PDCfc:feVvr«IB©&nfcj&>ofc. VSVAG-G£ig 
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nistc%j&\z\$, m^tcv^ YM>®mmzfrfrt>z>-f, 4bb©mdc, 4 

BIOPDC, 40g^yt7HS©MoDC!5^itt">W^#enfc, i; 
tc, GM-CSF©^tt ! foM«Lfc4Bg0MDC(C*3ViTti > GFP'g 
J&©fJ£ (n = 3, W^ctOTa) ttl. 5% (0. 5-2. 2 7 %) T*& 
5 -Dtct\ GM-CSF&cfctfl L-4tt>b\Zi%mLrzb(D\Z&^T\$, <fc0itJ 

\,^-±>T-z?<DGFP*MMtfmmznfc2 3. 3% (12. 3-27. 

0%) o MoDCtt, ^©j#»ra^bfe^oTVSVAG-G*J;t;vS V 
-E1E2KI#LT, ffl*©iSStt£^Lfc 0 40@©MoDCtt7 0@©Mo 

— DCck 0 JtKW^VV^— t >x-^© V S V- E 1 E 2 ttGF P 

v s vMgttT&s £ t^^nfcc 

E 1 E 2 -^14'XJl'XSA©i¥ffi{C*3tj-^^aL- h^-f^VSVSOfi 
«ITf § fc#> \Z, C SJffF&Jl^ £> © S -f > H £ tf U # F £>M £g@ b fc 
tWCl:TOHCV-RNA^U7M-fAPCR(:J;D£iUc. Hit 

15 \z\t, itifc<DHcvtuD>rt-z?3>rt*)v&mimitVT%^ft. z\n\t, 

igV^HCV RNA^'T 9— (lX10 s 3h-//il) Mb, JaHCVirCft: 
StSftVi (B i o Clinical Partners, Inc, USA) „ 
3/z \/V3L)V<Dtm®Z9 6V3L)V7U-h<DDC\Ztia%., 3 7CT2 4^ 
-r>^oL^-hLfco DC£®JKU l%FCS£ffi;&LfcIMDMT*3lE]ft# 
20 U ^CRNeasy Mini Ki t (Q I AGEN, Germany) £ 

m^xD c*»e>«RNA*aabfc. 

HCV RNA£«9jrr<Sfc«>K:tt, TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) fcJflWt. HCV RNA 
©5' -#3-t^>^01 6 1 -bp-fe^>h*iii|B"r*7*7-Hy 
25 V— (5' -cgggagagccatagtgg-3' (IB^J#-^ 1 

3) ) *J:^U/t-X^5-fT- (5' -cgaaaggccttgtggta 
c t-3' (E8l#-tl4) ) , fccktf, zif^|g|ya-y [5' - (6 

— iMVtf^ri'— yJV^rU^-i » - ctgcggaaccggtgagtaca 
c- (6-*M*y-fh7^^-P-^» -3' (BB3WI15) ] 
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laaMftffiSfi (AB I P r i sm7 0 0 0) *m^X, P CRISIS 
. P^fctMSO^^. £fcfcV>HCV RNA^^-S, GM-CSFO^T* 

5 #*L;MBi0MDCfcfcv>Ttftffi£*ifc (016) . una, S'a-F^-f 

10 ilMl 1. yg - F^-f S Vi^CRat MP C«ffiag)M 

DC*HCV«i»!Ai6l»»1-*«R*javs^TfcJe)K:, SaBOftK::feV>TMD 
C (D«H^T«Lfco DC5HC VfiSfe&> S^ATT £ nJf&tt® &3ft 
R^m^fc-TfcfetC, I FN a, IFNr, CpG ODN 2 0 0 6, CD 4 
OL, poly I : C, TNF a SfcftL P ST«Ufc«tMSbTV^ 

15 WBfefc^wr, VSV-ElE2O«^0ftA&^fCo DC£#1£U 
ECBfc. I FN a (lOOU/ml) , IFNr (lOOOU/ml) , IL 
-3 (50ng/ml) Sfc«IL-4 (lOng/ml) £*n*h.D C fcin 
Xlt. CpG ODN 2 0 0 6 (1 0 mM) , CD 4 0 L (1/ig/ml) , 
po 1 y I : C (50/ig/ml) , TNF a (2 Ojttg/ml) Sfctt 

20 LPS (1 0/tg/ml) tt, 5/:i-F'MJl'7>£t«t&2 4«fM«HCDCIC 

H^^BI 1 7 fc^T. I L- 4*«ktXC P GODN 2 0 0 6 ftJjUfttjglPt" * 
£, GM-CSF4"T^»bfcMDCtJt^LT, VS VAG-GtMt§i§ 
ttfc^#*R«$1*K:, VSV-E 1 E 2^tGFP 4 lW-t>f-y^ 
25 I FN- a, polyl :C, L 

PSi3«J;tfTNF-a tt, VSV-E 1 E 2*«tOTS V AG-G©M^fc^ 
V>TGFP + «£A— t>7—i?*®'J>2itfto Wmftmz&r), CpG 
ODNte, GM-CSF££fcfcJ&*UfcMDCK::fett*CD8 3&<ktfCD8 
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DCM»t§ii:iaD, ^3.-H^-f7 P VSV-E lE2^f 

^yiryteiLtf-HyZ 1 — 1 E 2«A©Mf'OViT^bfCo 

10 V£jggLfc„ ya-FH^VSVgt©fti:DC*EDTA (5m 

M) TlllL DC<hjrF^ffiilffl»-efe^)HepG2t^it^-r^fcJ6^ ~> 
a- H^-f 7V S vmk<Dm\ZYL epG2^5/ig/ml 0V>^->T^SLfCo 

md c ^y^y^Mmt^t, vsv-eie2 swrs g f p + «© 

A— fe >f-^Sfflit#6<)tSti'> b fc^, V S V A G - G ©ftTJCtel^ 

15 (018) . ^yi-y<Dz\o&oimm®$k\it, hiehcv£ 

MUfcMDCHfeViT^^tlfc (019) o ZtUZttL, flyth-XteV 
SV-E 1 E2£fcteVS VAG-GWTnKfcMDCK^tM^K:*^?: 
&££&^Dfco K«V^tH, EDTA(JVSV-ElE2©i^IT 

■zitufritctf, vsvAG-G<Dmm&*™£\zmwvtz B z.n^o^-^a, 

20 V y J -XM(Dpi7MkW C a 2+ «#M^^D CtVSV-ElE2M 

>t>«VSV-E 1 E2©ig^£IS^L&^ofc (02 0) o ClO^t^, V 
SV-E 1 E2<DmAZm?ftT\% HepG2tMDCttlW<i:5ut^ 
l£LT&r), S6>fC, 7>t>^MDC±©^OT$SSt^, VSV-E 
25 1 E 2±CD^fl:ttf#l&H^t^t 0 

DCIlW^f>OMWSV-El E 2 £#T5-e#i5§te£¥fTT- 
&3/^fr£fi^<5£:«6£, GM- C S F 1 1 WzmmLfrMD CtGM- C S 
Ft I L-4t<DUfr£t>1£T'i%mLtzMDC\Z~D^T, DC- SIGN, T> 
y-XMz:/*- (MR) ^^^^^x'J^^^rlt^Ufc. DC-SIG 
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mtgizbufr-otco ztLBvfamt, Dc±\z&tf%ut7 3 L >o)mm$v sv 
-e i e 2(Dmmzm&m j 3-LT^fc\,)z\tZKmtz>o 

5 

mm±<DMmmm 
*mwte, imcmift&vfemizmtzmMm&f&ft (iL-15, sxd^t 
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1 . il-15, m&mamimMmm : ?Rzsu9 ! ?>teGtof$& 

2. il-15 s-wr i iE«©ism«^. 

3. IL-15£^rrS, *ttC3!IHSfc©&*fc*5ViTI FN-a iffl 

10 5. Sin^HIMWiili^m^, SttCSffNfecD&Sfc* 

H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a FN- r jfc&fcSSteDSftStt*. l»3&B4i;;fc«5K:E«©EE 

15 &£j£4b. 

20 ^>ft#a>S>fc5i¥ckDgft3ft£, l&3fc^7£fc«8fclB«©eamjfc%. 

10. IL-15, FliWfWIlWk^f^Ull 

11. IL-15, >in-f FlMMiirawf>^« 

12. flM4cajfflfeS:f&a?-r*fc©©Ell©iljS©fc©©I L-l 5, 5XD 
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SEQUENCE LISTING 
<110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04-145PCT 

<130> P04-118PCT 

<150> JP 2003-315498 
<161> 2003-09-08 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 2 

gcagggaatt gaatcccagc t 
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<210> 3 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 



<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 6 

gtcaagagct acagcttgta c 



21 



WO 2005/023289 



PCT/JP2004/013283 



3/5 

<210> 7 
<211> 19 
<212> DNA 
<213> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 



<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 



WO 2005/023289 



PCT/JP2004/013283 



4/5 

<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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